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C51)lota € 
C0 7D 471/04 
A61K 31/445 
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(71) mSA 00010B643 


(SSDtmB 


¥*8*(lW>lflfflH 


XXCSA88K4»#2TS44»1 * 
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Rami e* n* 

#s«ii*je«±***m#y oisoosjt 






OMNI BB t 

m*ntzm< 









(57) IB*}) 




ten 



(I) 



,n- cay— oom-«a,)n— 



BEST AVAILABLE COP v 



1 

HtfttSSOCB) 



(2) 

* (<fci ] 



#■1*9-208584 




N- (ca I )«-oa«-(cH r )B— H-^ 




(ft£Jg2 1 aura i CIOfoOTS KB*****-*-* 



(412) 



(n) 



20 



All*. X'li/\oy>'K=Hs*bU mttl*^9<0 
H J C=CHO0NH-(CH 1 )n — N — ^ 



<n' ) 



[fflt£JH5] TE*ei!lTjnS<x6-&«««B«c. 
«fc4) 



(m) 




(fc5) 

HjH- (CH^n— M-^ 



dv) 



3*IV*. nl*2*»*,12tf>fflBt*35rr. 

(4:6) 



(I) 



R R'N-fayn — N— ^ 



(V) 



ma, 
Jinan 



«rlTLT«,J:kV7x=*'T/U;»yWA*. KJWcl — l 

«t***LTfc.fcv*7xV*^TJl'*y''OW*. KSft 
1 ~8"MHWrar* LT t J: S'* /Wi^ 

*. K»»l-8T»*Mlt*LTtJ:»-VNOT^3# 

R. R'**— 3i=$roT>Na7 , >. =hoM^h 

*. n<±2£»61 20>ffiK£-qrf-. 
(»«IB8) TE«VIT*Sfti^«««ai«c. 
(fc7) 



R R'N-(C« 2 )n — N—^, 



(VI) 



*VI*. R#***>fc*. R'tt. **»l~8T4Mt 
«*WLTfcJ:v>?x=/P77l^./>r**S. 

amffi€-*rL.Ttj:v»7xy*^T/^y'f turn, m* 

as. «aOS»l-8T#«BB8'WUTtJ:VWNOTrt'34r 
50 R, R'#— otc$r->T/\oy>\ — hofc*v»li.xi» 



(3) 



WffH*9-208584 



t. nJ12*>^l 2tf>ffl*«:ijc*-. 
[l»*Jfl9] TK*VIIT*£*l*£Bl«ttffl*. 
[fc8] 

8 R* H- (CHj>o— NH 

««r*TLTt.J:v%r/l^y^;H|. «JRR1~8T*« 
LTfc J: wv\ot/UjO y 4 rt«*. IWW1~1 2 

m&GlXi>*^?jiZJ^T/M!)S4Mk, IWSftl- 

ft i -^STMrntHLX t J^r^a*^***:^ 

X. *»1^8TWWB**LTfcJ:kv>or*3* 

ft*^djawi-i2 , c<^-tr>« 

R. R'^t-oC^roT^oy^. -hajiiv^t^h 
&. ntA2a»4> 1 2<0MRfr«*\ 

ii»*sii oj TEs«viiir*sn*^i«i«aiHc. 

Ift9J 

R R'N-lCHJn—m o 



(0002] 

t£ruA*-Mnf*aumbhx*i')* -{-oft. jfiSff 

Tl/A^v (ir- . **) HtSfltt. puva 
<V9l^-«W*»«Blf) «£. ||7?f>f 

10 *t>*>Ttt*<. HfcX-T^ KffllSW*. Wtm±A 



a 



*VHI*. R#***>fc*. R'ii. KSRi^ST* 

-1 2T'<*5'-fcf>'SLh/\oyi/. ^hofcimi* 
*«*fr*rLTt>J:VV7xv'*i'TA';*y'-f/t«. ft 

«SRftl-8T«««t*LTtiwvNoriW3 
**l4i*Wftl~i2T»^>'*y 

&. n«2*'4,l 2<0fflR*jjcr. 
[0001 J 



hJM>«6W*JjOHv^ofc* («WI|*E.BM5fcff. 
27 [svple 16] 597-602. 1 995. >MW 

BtfKfcff. 27 [m>ple 16] 6 03-609. 
1995). The-ttft«a**Ka»v>Ti4. Th 1 
*v/Wt-«BfcTh 2^'t-*&DA? vxoTOrfg 
^Wj^Th 2«SflH2£OtOBfc:* 0 , Th 2«U*>*> 

m:- mm- mm*nmi,*B#maztihb»)tt# 

10 0 0 3] -HaWC. flWp-«*ufct hOft»(^QKfrlft 
fcft4HUftfc 4 ^Btmtk&kkt* 024-4 
8SSBIMW*ftJtEB*^tt. tt#fr»C$SKje* 

Tti-ifztf* ♦BTtti s e -Kamraro^--*-* is 

ate phase reaction of the type I al lerxyTMi 0 . T 
h 2^t-«B Btt>«>T^*t#i6 
*i* J: 3 (flWtict*. ftfRftft. 27(5). 

564-574. 1 9 95) . i«J:dfc. The-tt 

^ipxx < i_^-<o3 **easfr t s ^ < t 

50 [ 0 0 0 4 ] *9MkO<te*fc«aUHtefefr< 



(4) 



l«H*9-208584 



*3*»ftafc*->Tn*. «itr. i -arm- 1 h— < 

a. to-f^wr** i -<r vr+n>- i h— f 
V[4. 5- c ]^yy>-4-rs^ (-f s**h) 
LTV K-3**)**iTHS (sm$msi4 5 

34 0-9. *SB«f»4 6893 389. *Sf$KSt4 
6983489. *OfcfHB4 9 2 96 249. BtfW* 
WI3 8 5 6 3 09. *SttftK5 3 4 6 9 0 59 

fcmH¥3 - 2 6 4 5 6 290HrvS*lTV***<. 8ft 

[0005] « 
X 



10 



POSIES T UA^— SJ5£0Prfi-<0SJES-Wi SfHB* 

t>t>. 

[0006] 

[■HfcWifr*- ***>«¥»] ±BOMB*JK8W** 
( 1 ) TEsSIT^StLtrS HI***. fci^^E 
[0007] 




o 



(ai s >--ooMi-(ag.— n-^ 



(I) 



30 



[ooo8]*i*. xa*3RK^4/iiiMoy>at^ 

**fcL. mttl*fc9<0ftft*. nl*2*»*120ft 
[0009] (2)±e(l ){=e « OTSFBB> ^ 

2 0 0 1 0 ] ( 3 ) TE*II?«S*I**I«>T s hsi 
[0011] 



(n) 



[0012]*ll+. X ttMoyvft^tfcfcU m 

[ooi3] (4 ) TE3eirrss*i*3«iors m 

[0014] 
[fcl 2] 

H I C=Ca0QMH-(CH t )o— N-^ 



* [0017] 



[fcl 3] 



(m) 




[00 18]*II1*. n*i2*»*12S>«friiT*-. 
[0019] ( 6 ) TE«IVT*Sn*sCIOTS FR 

[0020] 
1*141 



OOC 



(IV) 




(n' ) 



[002 1 ni*2*»£ 1 2«M^5rr 

[0022] ( 7 ) TesSVTij^&SeiWTS Hn » 

[0023] 
[fcl 5] 

R R*N-(CH t )n— N- 



[00 15] stir*. n«2*»4,12«fflBt«rijrr 



. Iftlon 



(V) 



[0024J3CV*. R#*j*0fc*. R - tt% 



< 

7 

h^aBMS *IT UT i J: V »7 x xrt'T/H* ✓ 4 A*. 
«*R1~1 2r^-tf>'aLh-'\o*'>. -ho**V» 

«*«i~8T»««*?ruc<»J:nA 

f-*TUT t J: v>7 xx/PT/Pa^a/W.-tfi/uaSfciR 
•f. a*. R. R'#— 3fc$r->T>Mjy>\ =hajb 

*JWW*. nli2*6l2«Mk*iitr. 
[0 0 2 5] (8) TEttVlTS%3ft.&ttI«>r S KM 

[0026] 

tftl 6] 

B R*N~(CH I )n— N-^ 

oX - 

[00 27]#vm». R****0t». R'U. 
l~8T#««fc*rl,T€J:l>T/Mr.MA*. ttflHK 
l~8T»<HBfeWLTtJ:VVNOT/l'*y-f/«. « 

*fti— 1 2T'<.^-trvaLh^Noy>. — haab*v^tt 

> h*>«Hyit*UT«> J: v^x^TUT/^y-f rt^ 
2 r'O-e vath^n =.ho* 

^4*-*. K«»l-8-C»««tirUTt,J:w»Tll,3 
*SofrA<slC=A*. HaWRl~8T«««*1iLTt.J: 
vwnot;U3^^*;^=;H|. **ni±fla»i~l 

ifc. R. R'*« — ilzKc-iT'wyy. - ho 

K£»(W*. nii2Kl20at^. 
tOO 28] (9) TaE3WlI-C*S*V*iCl<OT5 F» 

[0029] 
[fcl7] 

* R'N - (CHj)n — NH 

[00 30}*VII*. R*«*lOk8. R'l±. 
l-8T4«ttBt*UTt,J:V^r/^/^/H|. ft*ft 

i-*-8r**aRt > *ruTtj:vw\or/u^y'f « 



) WW9-208584 

8 

*a»i~i2T^<f>iiJ:/\ny^. -ho* 
ami* b*i>m»m*itLTi, iw7xs*isTn,*t 

HOWl~8r^Hft«**tTt.JtV»T^3 
**s*fr*-Mk. «*ai-8T4HSf[«-*-UT«»Jt 
kwxarrt'a^^A'Jlf^HI^ *i-&v*UR*»i~i 
2T-*>'-tf>*Jb'\oy>'. zhD^tmxh^r^E 
* LTt»J:V»7 x JPa**'* ^^-/WKS- 
l7t. R. R , j6*-OtC$»-»T/NOy>\ -hD 

K«B)tf6. nfct2*>&l 2<0ffl&fcjjcf-. 
[0 03 1] (10)TE*VniT***l**I<0T5 

[0032] 
[«18] 

[0033]*VI1W». R#***>i:*. R'tt. 0HR 
*l~8T4HWI«rirUTtJ:v^r^>'-f /m. MX 
*i -8T««««r*LT fc Jt tv\ar*# ii*. 
Bmmi~~i 2T'iy*ym±j\ay>> % —bn3)&\,\ 

*Xftl~l 2T^V-«>flU:/\oyv. — ho#> 
h^5^BMIfr*LTt Jiw»7xy#^T/U* 
y-f/l*. K«Btl~8r4Mft««:«rLTt,J:v^r/l'a 
30 KKftl— 8T#««$-*rLTL.fc 

2T*0"fcf>«JyMay;^ -hofti^h<(^ 
^Sfc^rUTfeiv^x^PT/Ua^^/Usjf^/Hl^ 
tt*\ 4*:. R» R'* 5 — itztt^T'^ny^. —bX3 

K*»dW*. nUt2*»£>12<0HS*>*-*\ 
[0 034] SKV. SiCVl. StVllfc*H**R. R'UTS 
y»0«lttT*i). t«Mi. T-t^/K mir*^ 

40 >*^jOil/jifci/K iso-TXt^jfrArtf-jK tert- 

1 0 0 3 5 ] *l*){Msi#r>Bjmz&8l, d tttfrtD 

BUB- "7l—f i'K. 7-?;H6, ?x>f t UV'rf 
SBB6. i'i'^IS. >^>'XA'*>^8. p-KA-x 

[0036] 

so inmrmmnma] Testis mmKcr 



(6) 

9 

SFB#*tt. *£tfEtT»Jt*CL/CKM-*£fciC * T0037] 
a . * £419] 




X 



10 



WBT9-208584 




(6) 




(B)\ ir.-a^.-y-^ 




r— 



tt) 





-«*•>« 




*0. J^TXAO^ (O-.Be r .. 1 91S.51.1500) * 
■«m..l9«».20.29». J.Ned. On. .1988,31.898. J.Qr 



«>* [0039] IS (2) fcSvvc. =hn«03BEU3i 
(004 1 ] I« (4 > tza^r. ^1^^5X5 



( 

1 1 

yambnKtmsxm. aflBaaacaetxasfr 

X*rt-7h*-stuU#z^l> (Boc) Oift^-liMSfcfff 

«w h v 7 a>* Diwrr . oa/*** juts* 

[0042] xs (5) iztn\x. msttBUfros; 

t law & :tci ->T«v^-&*s-»i c; b#v* 

*. i 

[004 3] XS (6) <ZtS*\T. sT-h^U-r (K 
[0044] IS (7) fcfcWC. «*«*±*>*B{b 

TWR-r t -vacn loxt***** c k**r 

[0045] XS (8) fcUiwe. 3CIII*>fc^**n 

DT^vuk k t wts^wi (fck itr. n. n— a 

[0 04 6] IS (9) t^iHT. 5<WI<Ofl:£*ttiasi 
tt«V-tf>. H^XV, *^U>\ N.N 3C 

***T1F. x^y-yw. n-yn/ty 

3«i<ofl:^ih«:»&£t<*rj ! 4. 4n:£<^, a£& 

[0047] WWOSClTiSSiltTS FB*«c&tf 

*r-t/m. mm. mtm. as*, a *o 

m. mm. ^t-rtczifmrhixh. imn&*tzm 
mmm*. sawn. <m. *b*!. 

*kLTIi. R0*L «HHW. jtiKfll. wm. «f? 

«. a**, mrnrn. mmm. mot. tm 
m. mmm. *wtm. *msn. mmmn 
m. ece&fl. mmm. mmm*z#mft>ii*>. 
[0048] *\<rxt&mv*<r)mnm±. »±l so 



> *S?9-208584 
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[0049] *I<0fc£*»tf ***Wtto«i. MM 

awwMftBawat .* ? s >-ft#!**rr; t , * 
tihmmimm&KSti&m** fctitrrt-jK 

Mi*. 
[0050] 

7=-*tt. 1 R**? h/WiH**HtI R-8 1 0. « 
H-NMRW hiPtt V«ri«n Unity 400 MB Hmn 

[0051] UtttRl) 

4- T3- ( 0^^^y>/UrftxA>T ■= tpp 
^rs^l -2-»DP-3-=KD»y»V«rXb« 
2.4-5^00-3-— hU*S*J>0.1 9s (0. 
768bbI) Ktftt- l^>i?ll>**is#ns&=A>) - 
l.B-TQ/tViTS^O.l 6« (0.768anl) 
*MJXf-/t-TS>'5al«K 7 0*C{CJB»LT l«WOt 

f^cawL. *a> «a (m 8 so« > mxt 

7 -f -l=ff n -^^9-V-B«X^ ( 2 : 1 r/ 
v) SffiWHCfcD. 4- [3- (O'y^T^v-^ 

jn=^rsy) zroejPTsy] -2-?dd-3-_ 

hO*yy^0.27g (0.65 lBol) tlHUMEk 

[0052]>H-NMR (CDCIi) 8 (ma) : 1. 
79 (2H.ro) , 3.35 (4H.m) . 5.02 ( 1 
H.b r) . 5. 18 (2H.s> . 7.1 5 (lH.b 
r). 7.37 (5H.m) .7.57 (lH.t.J-8. 
01b) . 7.73 (lH.t. J-7.8HZ) . 7.90 

(lH.d. J-8.4Hz) . 8.21 (lH.d.J-8. 
0Hz) 

[0053] (mW2) 

3-rsy-4-r3 - t^^n^^tt^^-r 

4 - [3- (O'MWM^JMesAfTfty) 
A'TSy] -2-^OD-3--hDVJ^0.27 
8 (0.651bo1) fr^^y-A'lO.lfclWWU, • 
4WUal&t4R»0.22s (0.390aol) tai« 
»T2^aWf Ufc. BBttMNHtfthU^ 

a < n a* sot ) «. »*fr*ffTw*Lfc. aat^ 

U^y^9A^ovK^97 4-lCftL. ^ooiftyp 
a-^/-*(300: lv/v) »aa«i:j:9. 3 

-TS^-4- [3- l'<>> f A'*<*i'#/UtfZM'T$ 

s) roe/PTsy] -2-^oo^yy^o.i 2* 



1 3 

(0.3 1 2-ol) frfltJt&SKfcJ: LTf&Ji. 

jtw r— ^ttaToa or** . 

10054]«H-NMR(CDC1,) * (pp.) . i. 
76 (2H.m) . 3.30 (2H.m) , 3.42 (2 
H.q.J = 6.3Bz) . 4.21 (2H.bs) . 4.44 

(lH.br) . 4.9 2 (lH.br) . 5.16 (2 
H.s) . 7.30-7.39 (5H.m) . 7.46 (2 
H.m) . 7.89 (2H.m) 
10055] (Wt«3) 

1 - f 3 - {QitoMisHt^- uuTs , i -r„^ 



(8) 
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sy) meA-7S/j -2-?oov;vo.i2 

* (0.31 2anl) fcr yx*iMyp r **.X- r o. 
52.1 (3. 1 2-ol) fcfci. i 00-a=WRLT3. 
5«awwufc. RK««r«flET«BLT> 1- [3- 

co-a^A^^^iUsjc^rsy) tdkiu] -4- 

^OD-lH— f S^/[4.5-c]*y.j>0.12 

* (0.304-oD *8Wfiffi«cfcl/rf*Jfc. C<0£, 

100 5 61 'H-HMR (CDC 1,) 8 ( m ) • 2 

24(2*.m). 3.36 (2H.q.J = 6 .4Hx) . ' 

4.67 (2H.t.J«7.0«b) . 4.95 (lH.b 

«■) . 5.14 (2H.s) . 7.31-7.39 (5H 

«n) . 7.62 (lH.t. J = 7.8Bz) . 7.71 (1 

H.t.J = 7.8Bz) . 8.09 (1 H.s) . 8.13 

(lH.d.J=8.4te) . 8.21 (lH.d.J = 8. 
4 Hz) 

10057] (fmm*) 

.1-(3-t.^7pp^ -i-ynn-^.^ 

^/r4.5-r1#yuv.,« tB<y ^ f jp* 

1 - [ 3 - COiSA^irfiAtf^fr-rs s)y> u x 
-4-^DD-lHH5^/[ 4 .5-c]ify 

*^*w*;to£^oo*/i,AT5H»ajl,*: 
*S-»-32Xm* (12:6: Iv/v) SffiS^fc 

■ C9 - i-O-rsyme*) -4-?od-ih 
^ 4 * 5 ~ C ] * ' y > ' »*■ 6 0« ( 0 . 

10058] 'H-NMR (CDaOD) 8 (pp.) • i 
94 (3H.a) . 2.39 (2H.m) . 3.12 (2 ' 
H.t.J-7.8fc) . 4.82 (2H.t.J« 7 .2H 

Ofe> 7 I°ol 2 , H ' m) ' 7 - 9 7(lH.d.J = 8 . 
Ote) . 8.27 (lH.d.J-a.Ofc) . 8.41 



(1H.8) 

10059] (19015) 

l-(?-T?/^r^)-1H-,f34r>r M c 
-p]^'/y-4-7gv^ 
1 - (3-T5y>roiryk) —4 -^dd- 1 H— -f s 

[4. 5-c]^y>. sttwae o«(o .1 87 
JMffr**r:^T5.ieaD±. isortaaiuT 

10 «WftlN-*SMt-M.y^ A *jRffo.5«l^i 

(3-7S/7oeiP) -1H- f srv [4*5- 
c]*yy^-4-TS;'l i« (0.0455«d 

S-fcRfettttteft (nip : 24 3— 24 5r (#j») ) 

f0060] IR (KBr)cri : 3320. 317 
0. 1650 

»H-NMR (DMSO-d.) * (pp.) : !. 93 (2 
» H.m). 2.57 (2H.1.J-6. 6Hz) . 4.64 
(2H.t.J = 7.0te) . 6.55 (2H.8) . 7.2 
6 (lH.t.J-7.2fe) . 7.44 (lH.t.J- 
7.41b) . 7.62 (lH.d.J«8.0te) . 8.12 
(lH.d.J=8.0hz) . 8.1 9 (lH.s) 
10061] (SSM6) 

2.4-y?ao-3-iho*^ijyo.59g (2. 

4 Imol) &tfN- (tert-rh^*^^) - 
30 1.3-7Dyt>'y7Syo.4 2g (2.41.»|) ( 

M;x ^7$yi PI*. 7 1 . 5* 

BhWPLfc. JfflFFhyxf-^rs^^flr^L 
JM^UVOBWU *ft. (NaiSO* ) fe* 

ETMLfc. a*€--X^/— hLT 

«*U 4- [3- (tert-7>*ioJr/Uii:x/|,T5 

yo.eig (i.6o«oi) fe«eiia(mp = 159 



40 [0062] IR(KBr)cri :3310. 168 
0. 1580 

•H-NMR (CDC I,) * (pp.) : 1.50 (9H. 
s) . 1.77 (2H.m) . 3.27 (2H.q.J= 6 

lib) . 3.36 (2H.q.J = 6 .0hz) . 4.82 
(lH.br) . 7.37 (lH.br) . 7.55 (1 
H.t.J-7.8lb) . 7.72 (lH.t.J-7.7H 
z) . 7.89 (lH.d.J=8.2Hz) . 8.27 (1 
H.d.J-8.4Hz) 
10063] (**H7) 
50 3 ~T$y-4- T3- Ust=^ h S±^t£ ^!kZ 



1 5 

4- [3- (Urt-7 Jl>#=Jl>T$S) TOtT 

/V-TSy] -2-?QO-3 -Xho*y UVO. 27 
s (0.70»ol) *x*/-/U7alC«JKU «W 
• 2**J*0.5 5g (2.4 5aol) *an£ 1 
•aSttBMKU:. KHPttE*»*2N-T>'*-T* 
fcfcW. ?nn*/l^T2|llttaiU St* (fttt*) . 
«Si(NajSO«)tt. «ffT«tt€:B£Ufc. StfSr 

v>-mm3i+fi> ( i : i v/v) ssmhhcj: o. 3- 

T£y-4- £3- (Urt--7h*is/rilrfi=JUT§ 

s) -2-?oo*/y>o. 1 5g 

(0.42 8-0I ) *Sgftfet£A t LT»fc. 

[0064] 'H-NMR (CDC la) 9 (t>tm) : 1. 
49 (9H.8) . 1.7 3 (2H.m) . 3.29 (2 
H.t.J = 6.2Rz) . 3.35 ( 2H. q. J = 6. OH 
z) . 4.28 (2H.bs) . 4.60 ( lH.br) . 
4.75 (lH.br) . 7.44 (2H.m) . 7.87 

(1H. d.J=7. 6Hz) . 7.94 (lH.d.J = 7. 2 
6 Hz) 

[0065] <Hltf*8> 

Lr-LLr (t«rt-- rK»i/AMfzfl>rsy> tr 
3-T5/-4- [3- (tert-rh^SofrA'itfX A'T 

sy) Tne^rsy] 1 5 

8 (0.428-oD Chyif-^h*^-h0. 
3 6al ( 2. 1 4uk>I ) fcjBiT . 1 0 0XrC , 2WBS 

*>c8o-cti*m»*l*:. KJcad**«ffTa« ac 

L. ?nn*yvi->^y-^ (150: 1—100 : 
1 v/v) J: f) . 1 - [ 3 - (t*rt-y 

jfr/i^x/wrsy) yotr/w] -4-?dd-ihm 

S^ r V[4.5-c]*yy>'0.14K (0.388«B 
I) (mp : 15 5—1 5 6*C) 4: UT» 

[0066] IR (KBr)or> : 3380. 168 
0. 1 520 

•H-NMR (CDC It) * Ova) : 1.47 (9H. 40 
s) . 2.2 2 (2H.m) . 3.3 0 (2H.q.J-6. 
4Hz) . 4.68 (2H.t.J=7.2Hz) . 4.7 (1 
H.br) . 7.6 6 (lH.t. J=7.6Hz) .7.72 
( lH.t. J = 7.6Hz) . 8.09 ( 1 H.s ) . 8. 1 
6 ( 1 H.d.J=8.4lfe) . 8.2 1 (lH.d.J- 
8.4Hz) 

[0067] (XltM9) 

1 ~ < 3-TS yTDKrt,) -4-»dd-i H-^ a 
^/r4.5-r1»>iiv/n^ie 

1- [3- (tert-rh^^.-K^TSy) rotr SO 
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AO -4-?DO-lH- f SrVC4.5-c] *y 
U^5 0« (0. 1 3 9h>1) ttt&rf*»1^3aJ{3t 
ML. HJ7Jl*aeMt0.1 lal (1.39m!) frfe 
iSari Bttff Ufe. KBtttJSETaau Btttc 
1 N->«K<frr h- D -7 A*** i ■! fti*******. , 
^aotf/I^TSBttffiU tit (Na.SO* ) ftMEE 

4>*tStt) TbV+*.l^-hLTm*l*P1lL. 1- 
( 3-TS>'7*nt:rt') -4-^do- 1 H-- f S^V 
10 [4.5-c3*yyvi4w(0.0536«ol) *S 

a or**. 

[0068] IR (KBr)cr' : 3400, 159 
0. 1510 

'H-NMR (CDC ls+CDsOD) (ppa) : 2. 
06 (2H.m) . 2.72 ( 2H. t . J = 6.8Hz) . 
2.98 (2H.br) . 4.64 (2H.t.J = 7.0H 
z) . 7.57 (lH.t. J-7.6Ha) , 7.61 (1 
H.t. J-7. 6b) , 8.03 (lHs) . 8.05 
» (lH.d. J-S.Ote) . 8.1 1 (lH.d.J-8. 
0Hz) 

10069] (MM10) 

-c1»/U>-4-Tg ' f*" ? ) 
l- (3-TSyme^) -4-?qo-ih — f s 

*V[4.5-e] *yyvi4ag (0.0 5 3 6mal) 
MII'MllliJLllsAiu > ^ y -A' 5«ia.t^«SrFM 
UtTi'txrSBltrlBi. 1 5 0-CK3WRUT1WWT 

0 y>A*»*o.3«ltJDil«WteWTRLT. 1- 
O-TS/mtA-) -1 H — f SrV [4.5- 
c] *XU>'-4-rS>'8««( 0.033 laol) * 
i^tWWHMU. S«3tM5tfXt^%k-ftt 

[0070] (mmii) 

4 5 y-i-f v( tt ,t -THrfr 

5-cl^.Jv^fi 

1- [3- (tert-T'h^i^/Utf^TSy') TDt 
*]-4-^DD-lH-(Sf/[4.5-c]V 
U ^3 0« ( 0. 0 8 3 1 wl ) tzlyi?ft,T S ^ lal 
1 5 0"CiClW»LT3l«aB«TLJt. «EET» 

hckos^t 5****1,. i N-mmt*m**ta 

£«tX*-UVT2HlHaiLfc. ««Bfrtt*lfttt*X 
■rr y>A*jWrCiJ»U Wi (Na»SO«) « 
flETJWHrflricUi. BSe^y«r^?A^o-7h 

0 : 1 v/v) *{iJB5H=J: 9 . 4 -*>i?n,T$S- 1 
- [3- (tert-rh^^/MfryPTSy) roe 
*] -1H-- f srV[4.5-c]*yy^3 5« 
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(0.081 1 — ol ) Srafe»*(nip : l 71-17 

10071] 1R (KBr)cr' : 3330. 170 
0. 1 590. 1 540 

'H-NMR (CDCIj) * (pp.) : 1. 46 (9H> 
s) . 2.1 8 (2H.m) . 3.2 5 (2H.m) . 4. 
5 7 (2H.t.J«=7.0fe) . 4.64 (lH.b 
r) , 4.9 5 (2H, d. J = 5.2te) .6.05 
(IH.br) . 7.26-7.3 6 (4H.m) . 7.4 
7 (2H.d.J = 7.6fe) . 7.5 1 (IH.t.J- 
7.6Hz). 7.82(lH.s). 7.92(2H.t.J 
=8. 0Hz) 

10072] imtmi2) 

4- ^^7Sy-l-[3- (tert-r^i, 

- A'T 5 y ) yotryH -1H-- f srr[4. 

5- c3*yy>'30«g(0.06 95«»l) **K3. 
l«WfU *Mft"7»''*.&-KX [2 0%] o.lg 

(6:3: lv/v) 0 Sft*tt>MBB*ft. 

y«artlAfc?»EL, i - ( 3 -T*syut 

A-) -lH-^^/[4.5-c]^y^-4-r 
5 V7« ( o. 0 2 9 Owl ) UT# 
i««,«0«rti«tt. SOt«5<ofl:^«it-aL 

(0073] (XM&U3) 

^!?"i t> !J" yi> ^ IM f " , ' >T ' hz±j 

2.4-^DD-3-=hD^ijx 0 .72g (2 
UX^TS>12.I*. 7 0r«B8ftLT1.5«Ha 

v) rhy^p- hLTWKU 4 _ ^4- ( te ; 
t-rh+y^-^jy, r^rsy] -2- 

^ll~~ hC, * yi '^ 0 - 97 « (2.46-01) 
S*e«*( mp : 12 5-1 26. 5r) t LT» 

r0074] IR(KBr)«r-:3340. 328 
0. 1 680. 1 540. 1 520 
•H-NMR (CDC I,) 8 (pp.) . 1>46 (9 „ 

il'.l'* 3 i2H ' m} ' 178 (2H.m). 3.' 
1 ,L t • q,JS=6 - 4lb) ' 3 47 (2H.q.J = 
6.1Hz). 4.68(lH.br). 6.4 1 (] H .b 
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r) . 7.52 (IH.t. J-7.7lb). 7.74 (1 
H.t.J-7.8lfc) . 7.91 (lH.d.J«8.4R 
*> . 8.1 1 (lH.d.J=8.4Hz) 
10075] X9mmi4) 

3- 7»*y- 4 - la- r*~+--r}.*^*n,*^«.~r 

4- [4- (tert-r^S^iMf^TSy) r+n, 
TSyj -2-?DD-3-zhDVJy0.5g 

10 rCll] • 2**»n.O* (4.43.1) frfetl* 
HfcBSSKLfc. SJ6jft$- 2N- T>^—TJXZtift 
^Qo*/PAT20«,aiL. St* (j«s*) % «ft (N 
aiSO«) ft. *8ET»ttfr«*u^. B**^y*y 

Kxf-A- (2:1 v/v) *iBS*N=Jt 0 

-rsy-4- f4 - (tert-rh^^#-^rs 

10076] IR(KBr)«-»:3270. 168 
0. 1 540. 760 

«H-NMR (CDC1.) 8 (pp.) . 1>44 (9h> 
s). 1.64 (4H.m). 3.17 (2H.q.J=6. 
Ofe) . 3.27 (2H.t.J = 6.6Hz) . 3.89 
(IH.br) . 4.1 5 (2H.bs) . 4.59 (1 
H.br). 7.47 (2H.m). 7.77(lH.d.J 
= 7.6»fc). 7.89 (lH.d.J = 7.2Hz) 
10077] (gftMl5) 
30 * ~ T4- f trrt- -T K ^ .vvf rWrt^i/iT a /j ^ 

3-^-4- [4- (tert-rh^^;Wfx^r 
4/1 ^^5^] -2-^DD*yij> 0 .14g 
( 0 . 3 84o»l ) h y X***-* r h 0 m 3 
2rt (1. 9 2-OI )WBi, lOOTCferJWRUTHk 

^usorwioo.-iv/osasitcj; 

t*]-4-?DD-lHHSy«/[4.5-c]* 

^y>o.i2« (o.3 2i- B i )S . ail wa B5K(ln 

p: 14 8-1 5 OX:) 4:LT»fc. :o(,<WT 

T0078] IR(KBr)cr« : 1695. 1510 
'H-NMR (CDC I,) 8 (pp.) . 1. 42 (9H, 

I \',\* 2{2H ' m) - 2 06 <2H.«>. 3. 
21 (2H.q.J=6.4Hz) . 4.58 (lH.b 
r) 4.65(2H.t.J=7.4lb). 7.66(1 
» H.t. J = 7. 2(b) . 7.72 (lH.t.J=7.6H 
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z) . 8.02 (1H.8) . 8.13 (lH.d.J-8. 
4fe) . 8.2 1 ( 1 H.d. J-8.2Hx) 
10079) (XJtHl6) 

1- (4~T5/r^) -4-»od-1H-^^ 
yT4.5-c]*yy>g>*t£ 
1- [4- (UTt-7b*-s#Arf=jl>TzS) 7> 
*) -4-^OD-lH- f 5*V [4.5-c] *y 
UV0.1 Oc (0.267— ol) fcttflptf-ki^BlC 
SPU h>J7A^-nMI0.21il (2.67b>1) 
2ui»BTl«WfUt. Ea»*«FFWBU Btt 

«= i n h y «>A*jga2.iatf«a*tini 

T^OOtfiUAT 5Httffl U (Of ( N at S 0« ) (MS 

TMj^Ai^hLTwaattea-Ru i 

- (4-TSyrf-IW) -4-^QD-lH— < s^y 
[4.5-c] 'f./yiM 5«(0.1 64a»l) *£8 
fi»*tLT»fc. Igfco wfl JEW) r-?tiSXT<r) 
M>)T*>h. 

[0080] I R (KB r ) cr' : 34 00, 295 
0. 1670. 1520. 1360 
»H-NMR (CDC1.) * (ptm) : 1.51 (2H. 
m) . 1.96 (2H.m). 2. 6 6 ( 2H. t. J-7. 
2te) . 3.03 (2H.bs> . 4.53 (2H.t.J 
= 7. 4Hz) . 7.56 (lH.t. J = 7.4te) . 7.6 

0 (lH.t.J = 7.5lb) . 7.97 (lH.s) , 8. 
02 (lH.d.J=6.4Hz> . 8.04 <lH,d.J = 
6.4Bz) 

(0081) <*at«17) 

1 - (4-T5 ;-T+fi,\ -IH ^S^fjq- 

1- (4-TSyr-f-A') -4-^DO-l H--f s^- 
V [4.5-c] */!»40n( 0.1 46b>I) *|f 
ABBBSOWKcAit. *^-/W8«l&OT&*TFifttT 
**=T4.l*Joi. 15 0«Cft»UTl*»tL 

i N-*»<i:-M> u »>A*s»aeo. 5«itaqi«:. itaj 

^JTiLx^y-A^^mSftLx^ i- (4-7-5 

✓r**) -iH— f srv [4.5-c] *yy>- 
4-rs^i4«(o.o548«oi) *»*aettjfc 

(mp : 227-2 30. 5t:(4Mi) ) tLTflK:. 4 

[0082] IR(KBr)eri:3340, 318 
0. 1650. 1 530. 1400 
'H-NMR (DMSO-de) 6 (m) : 1.30 (2 
H.br) . 1.39 (2H.m) . 1.89 (2H. 
m) . 2.55 (2H.t.J-6.8Hz) . 4.59 (2 
H.t.J-7.0Hz) . 6.56 (2H.bs) . 7.26 
(lH.t.J=7.4lte) . 7.44 (lH.t.J = 7. 
7Hz) . 7.62 <lH.d.J=8.0lte) . 8.05 
(1 H.d. J=8.0Hx) . 8.19 (lH.s) a 
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[0083] (»M18) 

4-*yV/UTS /- 1 - T4 - ffert-r^^ 

1- [4- (tert-7*^^iHt£=^rSy) 7"f- 
W -4-^on-lH-^fsyy [4.5-c ]*y 
U>-7 Oas ( 0. 1 8 7bdI ) C'0'y/k7Sy2iI * 
15 0T3=*»l/C3«m»*Lfc. JtETiM 

io iaMk>f-uvT2Bj»ajL/i. fflM*ft*iKK*s 

r9?4— fcftU ^on*;PA-y^y—A' (l 5 
0 : lv/V> »awH=j:9. 4-^>^rsy-i 

' - [4- (tert-rh'frSofr/Mfcirt'TSV) rfVU] 
-1H-4 5^/ [4.5-c] *yy>-79«* (0.1 
77md1) *&«B* (dip : 1 5 1—1 5 3. 5r> 

**. 

20 [0084] IR (KBr)cri : 3380. 331 
0. 2930. 1680. 1595. 1540. 124 
5. 1160 

'H-NMR (CDClt) * (pw) : 1.42 (9H. 
s) . 1.58 (2H,in) . 2.02 (2H.m) . 3. 
18 (2H.m) . 4.55 ( 2H, t . J = 7.4Hz) . 
4.55 (lH.br) . 4.95 (2H.d, J=5.6H 
»> . 6.03 (lH.t.J = 5.6Hz) . 7.23-7. 
36 (4H.m) . 7.47 ( 2H. d. J = 7. 6Bz) . 
7.51 (lH.t. J=7.8Bz> . 7.75 (1H. 
» s), 7.90 (2H,d,J=8.0b) 

[oo85] immi9) 

1- (4-Tg^^/t>) -1H-^gf>/f^ «>- 
clV^-4-7^^fttf 

4 ^y*rsy- 1 - [4 - (tert-r h**** 

#=*TSy) 7>*] - lH-fSfV[4.5- 
c]VJV67«(0.150»l) *<¥K5Blt3g 

*>£2BISttH!a«Lfc. RJG«*«BU ttETOK 
tS£Utt«Sfr-/ U 9A^D7 < 

(6 : 3 : iv/v) mmw&x 9sn*<om«&ft. 

TA^yjMLTffl***»KU l-M-TS^r* 

-1H-- fsyy [4.5-c )*yy>-4-r 

S^14« (0.0548-oD *«»fc©*fcLT* 

fc. 

[0086] (Kfc«20) 

r T4- {i?7x^A>*h*i,S 

► f4.5-cUyuv-d-Tsvif>A^ 
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a) ^anf»o.i Og (].1b»i)jup»1- (3 

-rs/m^) -in— f s^/u.s-c]* 

^ y>-4-TS^0. 24g < l-ol) *N.N-yx 
*/l*WUZ>T$ K 3 OHWBSL. i - O-s^*^ 
TS /TDt/W) - 3 -X-f-^^Uff^'-f $ H . sXtS 

(EDCI) 0.29g (l.S-ol) ttatTWZTl 

WiffU:. Rtmtzjkiiai., ?ou*/w»tib. 

*a°*A'±-Jt*S-A, (10: lv/v) T3EHfiii} 
LA:. fflitilMtTWUiaKNwSO,) 

J££ET*HE£-«£lT. 1- [3- [ (?oor-fc 
**> TSv^TOlf/10-lH— (SrV[4 5- 

C0087Jb) a)T»€rf«;i- [3- £*(^ 0 
[4.5-c] U^-4 -T 5 y«18*^fTO 

'■'^•SBWO.Uk (0.4 7 2-ol)2Uf«fefc 
y-h U»»A4 8m g (0.5 6 6—01) gftij. 7* 

t=f*U ^00!ts/kA->^y-^ (30:1—20- 
lv/v)»aflHJ-tiJtO. 1 - [3- [ [4- (*? 7x 

zju* h*-» - 1 _e^y ^vr**-*-] rsy ] 

o^]-lH-fsr/ [4 ,5- c] ^, J j / _ 4 

°" g(0 0364 - Dl) *«atfeiHHrk 

f0088)IR(KBr)cr':3320. 165 
0. 1 525. 1 070. 700 
'H-NMR (CDC 1,) * (pp.) . 1>70 (2 „ 

»). 1.86 (2H.m). 2.19 (2H.m). 2.' 
27 (2H.t.J = 10.4te) . 2.74 (2H. 
m). 2.98(2H.s). 3. 3 9 ( 2H. q. J = 6 . 

7 o«: 1 3 i 5(1H • m> • 4 • 54<2H • t • J - 
7.olte). 5.49 (IH.s). 5.60 (2H.b 

s> . 7.21-7.36 (lOH.m) . 7.38 (1 
H.t.J=7.2Hz) . 7.51 (lH.t.J«7.7H 
*> • 7.82 (lH.d.J= 8 .2llz) . 7.89 (1 
H.s) . 7.90 (lH.d.J=8.0lfe) 
10089] (35*0,21) 

r 4 1 *•> - <* i ^ / u a . T ::.^~^ 

l- 13-T$szra&i,) - 1H — f srv[4 5 

^f^TSF3 0.1CWi L , T^U/H8 

* 1 "°' } &v 1 - ( 3 - «*«**r s ^t- 
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10 



30 



40 



HO: lv/v) T4mmLiH. 
«*Tft*L» «S3I (Nat SO*) ft, IfiBETWttfrff 

ftU ^DDtJPA-^^^ (8 : lv/v) jRtff 

rhy^a.u-hLT»»ttU 1- [3- (Try^T 

7DK/H -1 f S^Vf4.5-c] *v 
U>—4-TS^0.14* (0.474-1) *ftftg 
»*(m P : 1 7 3-175-0 fcLT#fc. ZVtO 

r0090J IR{KBr)cr':3330. 320 
0. 1630. 1525 

'H-NMR(CDCIi) * (pp.) : 2.25 (2H. 
m) . 3.47 (2H.q.J=6.5te) , 4. 61 (2 
H,t.J-7.0Hr) . 5.47 (2H.bs) . 5.7 
(lH.br). 5.71 (lH.d. J=10.4Bx) . 
6.09 (lH.dd.J-16.8. 10.4Bz). 6.3 

2 <lH.d.J«16.8Hx) . 7.33(lH.t.J- 
7.6Hr) . 7.53 ( 1 H. t , J =7. 8Hz) . 7.83 
(lH.d.J = 8.4Hz) . 7.92 (IH.s). 7.9 

3 (lH.d. J = 8.2Bx) 
10091) (99tM22) 

l- T3- r T4- (ts-r r ^xt**^) -| -+*~ 

T4. 5-c 1 * y u v-4 - T g ^gftg 
1- C3- (T^D/WSy) -iH— f 5 

(0.4 0 6mdI) $-x^y— rt-i 0«it=i«KU 4- 

( 0 . 4 2 7-al ) &Wat**7-r V ^A3 8- ( O. 

447-01) tjni, ntsaaww:. TMbftm 

LT*8, «ft«-«BL. aaE*7VPS"r*5A*ov 
tiftLfc. ^ODstt^A-y^y-n^ (4 
0 : 1 v/v) JKUBjWci 0 sm^. WKW^tt 
X— F'JtiU-h LT?TXL. l - [3- 
[ [4- (y7i^h^y) -l-e^yrD 

^y^/p] rsyj7oe^) -ih— f $rv[4. 

5-c) *yy>-4-T5^7 5- (0. 1 3 3k, 
'> fcSWfyB* (mp : 1 78— 1 8 2X2) ktTW 

10092) IR(KBr)cr>:3330. 320 
0. 1640. 1530. 1080. 700 
•H-NMR (CDC 1.) 8 (pp.) : l#6 , (2H 
"») . 1.84 (2H.m) .2.13 (2H.m) . 2 
20 (2H.m) . 2.38 (2H.t.J-6.0Bz) 
2.54 (2H.t.J-6.0Hz) . 2.74 (2H. ' 
»n) . 5.4 8 ( IH.s) . 7.21-7.54 (1 l 
H.m) . 7.5 1 (lH,t,J-7.7fc) . 7.83 
(1H d.J=8.4Hz). 7.91 (IH.s). 7.9 
4 (lH.d.J=8.4Hz) . 8.68 (lH.br) 
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(0093] (XM0I23) 

i - r 4 - IT9 un,r s j ) -iH-^;y 

Vf4.5-c1*yU>-4-T5>g>»tf 

1- (4-TSXr^) -1H-4 S^V[4.5- 

c)*/Vy-4-T$y0.26g ( 1-dI) frN.N 

d. iaa>i) atn- {s-vt+wrisra 

t/P) - 3 -X.+M*M&4 5 H • tSIBBO. 2 9 8 

( i . sai ) tiBisar i wwLt. bubhc* 

( 1 0 : 1 y/v) T^BttffiLfc. 
*Tfti»U t&S (Nat SO* ) ft. «ffTi8K«-«* 

L, ^OOitWPA-^^y— A' (10: 1—8 : lv/ 

v) jBsewi-fcJro. i - [4- (r^u^rsx) r 

-1H-4 SrV [4.5-c] ^/U>—4- 
TSVSOmg (0. 291 mmo 1 ) *8*fe»3fc 
(mp : 176-178TJ) fcl/Cttfc. 

(0094] IR (KBr)er' : 3320, 320 20 
0. 1640. 1530 

'H-NMR (CDC It) * Ova) : 1.65 (211. 
m) . 2.04 (2H.m) . 3.40 (2H.q.J = 6. 
7Hz) . 4.58 (2H.t. J=7.2Hz) . 5.50 

(2H.br). 5.52(lH.br). 5.65(1 
H.d, J = l 0.2Kz).6.0 3 (lH.dd.J = 16. 
8. 10.4Hz). 6.27 ( lH.d. J = 17.0H 
z) . 7.33 (lH.t.J=7.6Hz) . 7.53(1 
H.t. J=7.7Hz) . 7.83 ( lH.s) . 7.8 3 

(lH.d.J=8.6Hz) . 7.93 (lH.d.J = 8. 30 
4 Hz) 

(0095] (XftM24) 

1- T4- r T4- <y7 ^y^) -i 

rf4.5-c1*yiJy-.d-T.»y,rv^ff 

l- [4- (r^y^rsy) -1H-- 1 

V [4.5-c] +yj>-4-T5>'8 5«g (0. 2 7 
5aa>l) tX^y-n,7«l«=JB»L. 4- (y"7x^ 
Xb*-» ety^y «tttt88ag (0.2 8 8aa» 

«) avflaMcaw-hy»>^2 5w (o.30 2«»i) «- 40 

ftUS. ?mutvkz k -.x^y— >M5 0 : lv/v) jg 
fi&H**: J: 0 Sttft*ftK>. SSBiftx-f;i,t h y 
K LTfrTRU 1- [4- [ [4- (/'7i- 

Aoth<*^) -1 -e^y^T-D/xyw/pj rsyj 

7+*] -1 H->f SrV [4.5-c] *y'J>-4 
-T S >4 8n ( 0 . 0 8 3 2-tol ) & Bfe©* ( m 
P : 174-17 6«C) fcLTftfc. C*>4> 
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(0096] IR (KBr)cr' : 3370. 310 
0. 2950. 1640. 1530. 1090. 75 
0. 705 

'H-NMR (CDC It) 9 Ova) : 1.48-1.6 
3 UH.m) . 1.77 (2H.m) . 2.01 (4H. 
■) . 2.30 (2H.t. J = 6.0Hz) . 2.44 (2 
H.t. J -6.0Hz) .2.63 (2H.m) . 3.28 
(2H.q. J = 6.5Hz) . 3.3 7 (lH.m) . 4.5 
6 (2H.t. J=7.2Hz) . 5.42 (2H.bs). 
5.47(lH.s). 7.21-7.35 (1 1 H. 
m) . 7.51 ( lH.t. J=7.7Hz) . 7181 (1 
H.s). 7.82 ( 1 H.d. J = 8.0Hz) . 7.92 
(lH.d. J-8.0HZ) . 8.58(lH,br) 
(0097] (50t«25) 

1- T3- r f4- f (4-»D Q7xaH 7rZ^ 

*h»^i -i-e^»j^> ro/'cy^;t,i x j= yi -r 
oe^i -iH->f5^rr4.g -ei»yti>-^ 

-T 5 

1- [3- (T^'Jrt-TSV) TDtT/Wj -1 H-- f 5 
#V [4.5-c] *yy>-4-TS>'50ag(0.1 
6 9aa>l) S-X^y-A-SaltCffWL. 4- [ (A-9 
nn7i-;H 7z=*Xh*^] etyi^-ttOMB 
6 0« (0. 1 7 8-ol ) AMJafcfcJS-rhy** 1 6a 
g(0.186aa>l) frftiT 1 BttlSSKSLfc. TOM 

(4 0 : 1 v/v) SaSKKcJ: 9S0Hfefcfttf>. »«e 
4ftl-f;PTf- (JfaU- r LTOTRL. 1 - [ 3 - 
[ [4- [ (4-;OD7i^) 7xZ^XKy] 

-i-e^cys^5<ro/ty4rt'] 7*/] man - 

lHM5f/t4.5-c] 4fyyv-4-T5>'4 
Oag (0.0669anl) *afe»5fc(mp : 170- 
1 72. 5-C) tUT»fc. :^OOM?ttf-^ 

[0098] I R (KBr)er' : 3320. 320 
0. 2940. 1640. 1530. 1080 
'H-NMR (CDC It) 8 (pp.) : 1.5 9 (2H. 
m) . 1.8 1 (2H.m) . 2. 1 3 (2H.m) . 2. 
20 (2H.m) . 2.37 (2H. t. J =6.0Hz) . 
2.54 (2H, t. J = 5.8Hz) . 2.72 (2H. 
m) . 3.37 (2H,q.J=6.4Hz) . 3.40 (1 
H.m) . 4.59 (2H.t.J=7.0Hz) . 5.43 
( lH.s) . 5.4 5 (2H.bs) . 7.2 3-7.3 
4 (1 OH. in) .7.51 ( 1 H. i, J =7. 6Hz) . 
7.83 (lH.d.J=8.4Hz) . 7.91 (1H. 
s) . 7.9 4 ( 1 H.d.J =8.4Hz) . 8.59 (1 
H.br) 

(0099] (XftM26) 
1 ~ T3- (4-yDD/by»y^^7gy> -rr»K 
*1 -1H-J$r* r4.5- g 1 ^y.j>-4-X 



25 

1- -1H-- f S5 r V[4.5 
-c)*SV>-4-T$>0.24s (laol) *N. 

bko.i iai ( avi- (3-^>^r 
s t^> - 3 -xt****!** s k • mmm 
o. 2 9 g ( i . 5-oi ) fcjniasr i wt* U:. e 

■fc*«Wccafc»U «a* ( Nat SO« ) f*» JSffTJt 

hl/CTOU 1 - T3- (4-^oaA/r^y-fA,r 
5^) TOW -1H- f S^V[4.5-c]^>' 
!7>--4 -T5>3 0«g (0.0867h>|) €rS8gfe 

rOlOO) IR(KBr)cr': 3330. 320 
0. 1650. 1530 

'H-NMR (DMSO-ds) 8 (pp.) : 1.91-2. 
04 (4H.m) . 2.26 ( 2H. t. J =7.4Hr) . 
3.12 (2H.q.j = 6.2lte) . 3.64 (2H.t. 
J-6.6Hz) . 4.59 (2H.t.J«6.81fc) . 6. 
58 (2H.br) . 7.26 ( 1 H. t , J«7. 4H 
z) . 7.45 (lH.t.J = 7.8te) . 7.62 (1 
H.d. J=8.0te) . 8.03 (lH.d. J-7.6H 

8.05 (lH.br) . 8.20 (lH.s) 
[0101] (R*W27) 
1 - T3- T ra - (^ . -fl^K*^ - 1 

> /r4.5-c1*yii 

1- [3- (4-^DD^y-(rt'7 S/) roe 
A-3 -1H-- f 5^r[4.5-c] ^y.J>-4_ T 
5^2 5- (0.0722-oD . 4- (y 7l ^ 
r**> e^y^.«H S4 4«(0.14 4-al) 
ftVKK»y>i4 0ig (0.289— ol) fcN.N-S^ 
*?-/W;/W,7-S K3.I*T\ i o O^trftBRUT 81$ 

Si:' 88 <Na * so «> *ffT***«*Lfc. 

B*»±-*9J-*> ( 1 5 0 : 1 -7 0 : 1 v/v) » 
ffiWH^J: 0 B09*£**>. jgg VSflfcx-?*? r >J 

*>-) -l-etyy^^jrsy] roe 
*] -lH-^5rV[4.5-c]#yy>- 4 - T 
5^1 5«(0.0260-ol> *&fe»*(m P : 1 

5 8-i 6 2. st;) tLT»nr. :w{,wmhew 

[0102] IR (KBr)a-i : 3200. 164 
0. 1 530. 1 070. 700 
'H-NMR (CDC1,) 8 (pp.) : i. 62 ( 2 H 
«n> . 1-77 (4H.m) . 2. 1 0 (2H.m) . 2 



(14) 
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1 9 (2H.m) . 2.29 ( 2H. t. J-7.0lb) 
2.34 (2H.t.J-6.4lb) , 2.69 (2H. 
m) . 3.35 (2H.q.J=6.5te) . 3.40 (1 
H.m) ; 4.58 (2H.t.J = 7.0Ite) . 5.45 
(2H.bs). 5.47(lH.s). 7.19-7.3 
4 (1 lH.m) .7.51 (lH.t.J = 7.7te) 
7.8 2 (lH.t.J-8.4te) . 7.92 ( 1 H. 
s) . 7.93 (lH.d.J«8.2fe) 
10103] (50t«28) 
10 1 - T3- fS-»DDrt^y» y4its-rz -r^w 

l- (3-rsyroew -ihh s^v [4.5 
-c] ^yy>-4-rsvo.3 2« (1.33-01) 

frN.N-ioCf-A'tf/W.TS K4 0.H2BSU 5- 
^Onaf«W0. 1 5.1 (1 .4 6— ol) AVI - (3- 

Wf^rs/roefl,) -3-x.+a>*iu4!s?4 * H 

•«BS0.38s (1.99-1) «-JBiSBari*M 

ffut. KasaEtokfcan*. wbx*-a,t-2isi36.k:? 

20 ( 1 o : lv/v) T*2B»ajL 

fc. «wi|£«wcra»u «t(Natso«>tt 

r-LTURU 1- [3- (5-^onA^^y-fip 
TS^) yne/P] -i H-- f S^v [4. 5-c J # 
y 1)^-4-7*5^0.16* (0.44 5-01) 

[01 04 J r R (KB r ) or 1 : 34 7 0 , 3 2 9 
0. 1650. 1525. 1395 
30 «H-NMR(DMSO-d«) 8 (pp.) j 1. 62 ( 2 
H.m) . 1.70 (2H.m) . 2.00 (2H.t.J = 
7.0te) . 2.12 (2H.t.J=7.4te) . 3.12 
(2H.q.J= 6 .3Hz) . 3.62 (2H.t.J-6. 
2te). 4.59 (2H.t.J = 6.9te). 6.61 
(2H.bs) . 7.2 6 (lH,t.J«7.6fe) . 7 
45 OH.t.J=7.8Hz) . 7.63 (lH.d.J = 
8.41b) . 7.98 (lH.br) . 8.04 (lH.d. 
J=8.2lb) . 8.21 (IH.s) 
[0105] (9Htf|29) 
40 t~ T3- r T4- (i^-rtw ^^ 

p 4. 5-c 1 »y ., y.^ - T & .^jf— 
1- 13- (S-raa/i+i^fsjfrTss) 

S V5 0« ( 0. 1 3 9-ol ) . 4 - (y 7 x^ r 
tr ^^^>' *l«B4 2«(0.13 9-ol) ft 
VKB»y»7^58« (0.417-1) S-N.N-i^ 

A * rs H3B "* rc> - 1 o ortrjoftUT7wai 
50 ^- «*«-Tfl,sr*5A^ovh^7^-tftL 
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10 



20 



^OOitwPA-^^y— A- (100: 1—70 : lv/ 

v) mmmiHziQmtfmtMuh. mam&Btx-r* 

ThU-f-AU-hUTOTRL. 1- [3- [ [4- {if 

y * -ft,* - 1 -e , **y^>"w*y4 *j r 

-T = >-2 0«g (0.0 3 3 8»I) 
3fc(mp : 15 2-1 54TC) fcLTWfc. £<Dfc«>» 

[0106] IR(KBr)cr':3330, 320 

0, 2940. 1640. 1530. 1070. 700 
•H-NMR (CDC I 3) 6 (pp.) : 1.50 (2H. 
m) . 1.64 (2H.a). 1.69 (2H.m) , 1.84 

(2H.m) .2.08 (2H.m) . 2.1 9 (2H. 
m) . 2.20 (2H. t. J = 7.4Hx) . 2.30 (2 
H.t,J=7.2Hz) . 2.70 (2H.m) . 3.36 

(2H.q, J=6.5Rz) . 3.4 1 (1 H.m) .4.5 
7 (2H.t.J = 7.0lfe) . 5.45(2H.bs). 
5.49 (lH.s) . 5.94 ( 1 H.t.J=5.8H 
z) . 7.21-7.37 (1 lH.Di) . 7.52 (1H. 
t.J = 7.7te) . 7.83 (lH.d. J-8.4Hz) . 
7.90 (lH.s) . 7.92 ( 1 H.d. J = 8.4Hz) 

[0107] (satnso) 

^1-iH-^y/ri>;-r i»yj>-4-T 
1- (3-r=y7n^) -ih— f srvu.5 

-c] *>'y>'-4-T5>'0.248 ( l—ol) *N. 
N-^-f-iUshA^ATS F3 0«1WWIU 6-m* 
^ro>|ft0.2 1 g ( 1 . 1 vol ) RV 1 - (3-So< 
f-A-TS /7o^) - 3 -X^Aofr/UKs^ = F • ffl 
16*0.29 s (1.5»l) fc*|£. 3»Tl«|ffL 

ft. KiBak:ftB*tjDii»i8x^/wr2BittajL. e 

(NatSC-4) fc. *fiEET«**W*U:. «S*x 
— rA-$ *>tc*-c h y+iV- h LTJTZU 1 - [3 
- (6-7o*<N*«0V-f/t'TSy) 7oe*] -1 H 
—f SrV[4.5-c] *yy^-4-TSV50«g 
(0.12 0»l ) 8rRG6»*fc LT»fc. C<0tO 

[0108] IR (KBr ) or 1 : 3330. 320 
0. 1 540. 1 540. 1 395 
"H-NMR (DMSO-d.) * (pp.) : 1.3 6 < 2 
H.m) , 1.52 (2H,m) . 1.70 (2H.m) . 
2.00 (2H.m). 2. 1 0 (2H.t.J = 7.0H 
2) . 3. 1 1 (2H.m) . 3.6 0 (2H.t.J = 6. * 

VAsVfy^y^tru-b (SP-20) 
s vx+ytM vrat:* ( I PM) 
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*8lb) . 4.59 (2H.t.J-7.0fe) . 6.56 
(2H.bs). 7.25 (lH.t. J-7.4Rz) . 7. 
44 (lH.t. J = 7.4Hz) . 7.62 (lH,d.J = 
7.81b) . 7.95 ( lH.br) . 8.03 (lH.d. 
J = 7.4Hz) . 8.20 (lH.s) 
[0109] (%ttfl31) 
I - T3- r T4- (y7x^^^) -1 

»1 y 1 yp^i - 1 H->f .« 

y/f4.5-c1*yi>V-4~TgV^tf 

1- £3- (6-ro*A.^iry-fA»Tsy) 
*0 -1H-- rs^y f4.5-c]#yyv-4-r 

5^4 5« (0. 1 08— ol ) . 4- (^xiA'Xh 
"fri") e^U ~J> • «»M&6 5« ( 0. 2 1 5-ol ) & 
P«aft*y?.&5 9a* (0.4 3 0«Dl) tN,N-y> 
*-A<*Av£>T5K3al«K 1 0 0"Can9iLT8WSM 
fFLfc. RiEaEtC*t: Jni ? dd^t 2 EflMfJ 
«■ (Na«SO«) flk. *CT»**«*L*:. 

J*-*?;—*, (15 0:1—70: 1 v/v) SffiS* 

-hLTJTOU 1 ~ [3- [ [4- (P7z^> 

-1 -e^y^v^^y-f r$y] me 

AO -1H-- f SrV [4.5-c] ^yyv-4-T 
S >2 8v( 0.04 6 2-.1 )frftft&»* (mp : 

151-15 5-0* LT»ft. C»LO*>»#Wr 

[0110] IR (KBr) cr' : 3330. 294 
0. 1630. 1540. 1070. 700 
"H-NMR (CDCIs) * (pp.) : 1.31 (2H. 
m) . 1.48 (2H.m). 1.63 (2H.m). 1. 
70 (2H.m) . 1.86 (2H,m) . 2.07 (2 
H.m) . 2.17 (2H.t. J = 7.6Hr) . 2.20 
(2H.m). 2.27 (2H.t. J = 7.6Hz) . 2.7 
1 (2H.m) . 3.37 (2H,q,J=6. 5Hz) . 3. 
42 (lH.m) . 4.57 ( 2H. t , J — 6 . 8Hz) . 
5.4 5 (2H.bs) . 5.5 0 (lH.s) . 5.62 
(lH,t.J=6.0fe) . 7.21-7.37 (1 1 H. 
m) . 7.53 ( lH.t. J = 7.7Hz) . 7.83 (1 
H.d.J = 8.4Hz) . 7.90 ( lH.s) . 7.9 3 
(lH.d. J-8.2Hz) 
[0111] (XH9I32) 

OHBLft. 



40 



0.2s 
2.0s 
0.4s 
7.4s 
0.0s 



[0112] 80XXZimLt;VA,Vf>*S?*>i,- m *> mh (SP-20) 2 s«C*«Wfc**0. 2s«*Ji« 
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m> o.4««rJBi^«. mstmmm (sor> lt 

101 1 3J (JtlSHl) 

8 8 8 1 5 CEttStfWrc^ttUS-f S * 0 . 5 g 

frtattmrnmLti. ztuz. tssmm (so-o lt 

[0114] (lfc««2) 

2f*»^ * * r >e>nmm 
[oi is] (nttn33> 

<l) *«0H6 

♦W3 00-60 OsAtfi. Hart I ey«^ 
» »* (IWfc: -»\*U-) *«HLfc. tOfc^lT. 
I sh i i 4 (NaonyD-Sch^ebeberx's Arch. Pfaaraco 
1-. 332.219-223. 1986) OIWsSftJM^fc-flfc 

**i±3 7X:«aaL^9aKK (Knte bicarbonat 



(16) 
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( I C„tf ) «-£TFO« 1 Cjjrf. mt 
W22. 24. 27. 2 9aV310ft^W4^7x>' 
t H5 S yt MUZ t X# 5 >WKtrm<fm L*. 
[0119] 
[*1] 



10 





ftfc^iyfWI (I Cm] 




>10-»M 


»f7»>t P5 5 > 


1. 5X10-»M 


MMI2 2 


3. 4X1 0"M 


ftftff2 4 


4.0X1 0-«M 


MWI2 7 


1. 9xl 0-»M 


Xft*2 0 


3.4xlO-»M 


«M3 1 


2.2xlO'M 



[0120] (Sdfcfl34) 

(i) tawit 



«*:NaCl 118.lrt.CaCI, 2.5MI. K 
H*PO« 1.2-M. KCI4.6«n. MgSO, 10 
■M. NaHCOj 25*1. glucose 11.1*. p 
H : 7.65) ZmtzLt: 1 0.IV?'jr;*S»4'«B£ 

U9 5xoi. 5%co,oa^xtaaiu J t. at* 

^Xr*— 9-- (NEC We I. Type 45196A) 
EfcT;^r (NEC San-ei.Type 1236) M-LT-fV 
^•l^f-a-^- (RIMDEMCI H-50) 
[01 16]fMctti«B ineitetlon LT*6hx? 

[0 1 17] tx^s>aHMBtt^*«a*t:. <$ 

«KlMy^-iHHSy«/[4 5- 

&V*JWHfc**iiDMSO (^f-7l,Xn^^H) 
[01 18] (2) tlx 



■MM*4a*£>Ba 1 b/c^»>;* («) tB*?l/7 

[oi 21 j a>r~&Kmntm 

0. 9*»frf- h y »>A*»«2 0BlC*9-fe a *>b^ 
— <°"*«l*«»)l«tesptePoivaBiiWB: International B 
iologicals. Inc. ;Lot.No. 14679) 1 gtW&B U 3 0il 
0^5^--fXdT^ht=»L. **&T. 4 0 00-4 5 

oorp.w£^-MXL* (««MrFT**s^x 

**fr»9EU ^— <0R»«- 1 ¥#>Zt\, *«flE* T** >-* 

+4 xlk ) . *^-r.f xLi&m* 5 o.i oitawf 

30 fe^L. SST 3 5 0 0rp-T5^HS»effV». ±«* 
B9*MKttfKa*Lfc (»»A) . .I0>JMsfc 2(SUiO£ 
^fefcloT. »»B. *»CSr#fc. «B*(ro 
*) T+M*»LlzmmK (EXKXm : Seaalos C 
elluloseTubinng) t. »»A. B. Ci-«L«L8A 

L. 4'CT , 0.9S« a ft-M«y'>A*jSi5C*tUx— 
*. a»ftff-»Jt. i8tt*T». »»A. B. C«^> 

K (Protein assay Reacen 
t BCA Kit : PIERCZ.Inc. ) TJB6L>. *«^ffS»5 0 

^ttHSiRtLfe. w^)»ffiifl6W^4 T — 8 0-CT 

[0122] esff?&r/££ 

WB«# «a«:r=ttK««lC40*« 1 S*«nLyifc 
VtmimmkLt;. am±*4 (-r;«tt 

R) m<. -rtxvmuniiiTtzztmmzznum 

**>7B*J*t==0»^t«ofc. 
» f0 123]3Sfitt«|g«^21Bttt:. 0.9X«ft 
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th'J *A*jGFST"2 0 0 us/ml <T)9>r<?mBUZ.Wm 

[0124] ai&m®ta&.vmmm*0)WBK 

ft««:«*TKD. -7-^^L/a»*fr*^*:ici8S* 
lc&ft£<B»rLK:. SftUr&fttti 0 U 

Lfc*»-*TVt5 7 < >-<flfrfrj£». /H-ftfefcftU: 

Wi(400i)t. lflWrlcs£fc9*j|ftatftfc 

wat*. ran (ttttfcd*) cj:t«m«uaT<%s 

[0 1 25] - { (fttra^fttttftftft 

-MUfc^Wft^lKOlHWR) /fttt«4«*>*Fftft 
ft) > XI 00 

r o 1 2 6 1 mmukhh 

IWH3 2«>2ri£fcJ: OfWLfc. 
101 27J©W«ft^5M6 

fttt&S- (V&feffg: : Occlusive dressing technique* 
*2 



(17) 
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* (ODT) ) 
i>tiSM»&bt>fr\XhimW-r?TWt:Wtt:. ft 

» (MM:**) vmmi. *mnm*->m&»*+ 

2«EBM=»BU:. ftfcftfcftdJ:**:?* 
7"t-tf) (i Wfttt T— T (Johnson £ Johnson tEDICAL IN 
C:i9X3fy) TffljeUfc. fflfttt»ro»IB 
*Lfc. «Wftt±-Ei!|fc*)50«fcU ft*.**** 
-;WiGT<OJ: 3 CWSftB J: •) 3 BfSDtft Ufc. 
[0 1 2 8 ] ftjSKH — 3B8B OEfiftft) 

(»3B) 
[0129] (2)ftft 

2%-f 54HEKftft\ ftftPHt*ll|t025aRW. 0. 1 

2xar«^^y^y'>iwo»«iBHiKo^iS5ev 

2^*WK«E«»^^*IWWS«S-«2, 3te 

X ?Vl*&mh H#£Lt WW Ufc. 
[0130] 
[«2] 



[0131] 



SMHM 




feftttftCfl/cs 


QM*C* 






I 0.33±*.33 




mrmm 












8H.Ocl29.96 






164.-6± 33.22 


7a 87 


X8M220fl:6« (2 KM) 


227.6± 53.76 


84.29 


0. 1 2XtnOK^/^'/vM 




261.6* 60.64 


49.67 


* *[«3] 

S3 








?6f*ft(«/ca) 


nmmoc 


ftftft («td) | 


12.9Mt8.00 




ewnMi 








«*IM (cost) i 




871.42* 71.91 




«tR22(HI:Ml (2XKW) 




217. 40± 68. 51 


41.46 


»M2 40ftMl(2N«Ef) 


61.80* 1L94 


88.86 


»M2 70ftMl(2NM) 


2S5.60± 97. U 


86.86 


X*#l2 904t*« (2 MM) 1 


382. 00± 97.71 


2.88 


W66I3 l«Ht#% (2 KM) 




169.76*131.81 


86.99 1 



(l)Kft^ 



*ftftii4ftftOBa I b/cV«7.X (21) eB*^UT 
(ft) J: OftAL 1 aiB^aftJBISJ<r>tticlWtC« L 
*50 fc. 
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(01 3 3 ) OSfr&Z/tsag 

^&^smtmmA><^mamtxn^ti (run,* 
-.43(8>. piow.1994) . war^r 

5 J" <WA> 1 ust*m:TJV*=m*y,\, (alu.) 4 
■g«r*t/S-S*tt«2 5 0/ilfettB««4LT«^L 

tftOVA (2 0//I) «H=&|*jBatLfc. fflBfcfcu 
T{i - ^»«^>»»S-»<>tl6OVA<Ofti50tC^a*a 

[0 1 34 J ©2«ttB3«EKfl«ig 

(cmc) 3BS2 4^fa«t 2Hjasmtzmn 

*CMC«*^u. # ^UTCtTOsCiOWB (ft 2 

[0136] tmm {%) = ( (ovAseaRKt^s 

«SW**-^aBBWBft^»«S<oau>L) /OVA 



(18) 



10 
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**) » XI 00 
10137] (2)1651 

»4«?*«»L «6«220fl:^1W43 2«AxO« 
S** Hi 9 fcSKfMJU;. 

[01 38] 
[«4] 

»4 



ft*B* 




PW 


tmm (*> 


m 


SIB 


•< S ♦* K 




4 


0 


16.4 


HW2 2 


Bw/kv J 5 


91.8 


J 00.0 




28.6 


41.4 




la^kc pcj 4 


2S.8 


64.4 



[0139] 

-k* 1 -* 31 ^ ir«*TS 



(7»»b# mm 

»«/'lJW£«±B4»#ir#ypi500Wft 
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(CH2)m.C0NH. (CB2)n.N. 




NH2 I 



SSjtSTf \ L*.*' hal ° ; " = l ' 9 ' n * 2 - 12 >< which sh °« eosinophil 
infiltration inhibition and antihistamine activity, are prepd. Eight 
types of intermediates for I are also claimed. An EtOH soln contg 0.12 
! < i' I ?" ( ^ 1 "'^ TO|,,r, Wll-lH-iMda«o[4.5-c]quinolln.-4-« B iii« (prepn 
fvlS; h !^ 9 . 4 " ( ^I >hen y 1 » e thoxy)piperidine.HCl, and NaHC03 was refiuxed 
hls^! • „ S1 ^ 75 m 5 1 < x = H. m = 2. n = 3), which in vitro inhib^ed 
histamxne-xnduced contraction of tracheal muscle of guinea pig with ICs" 

In oin^iT I , ' VS - 1 - 5 - times - 10-7 M ' for diphenhydramine. HC1. 
An ointment contg. I was formulated. 
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